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DETAILED ACTION 

1 . Applicant's election with traverse of claims 60-66 that belong to Group II in the 
reply filed on August 1 1 , 2006 is acknowledged. The traversal is on the ground(s) that 
all of the claims and species fall within the unity of invention requirements of the PCT 
rule in as much as the common technical feature is the grafted homodetic cyclopeptide 
that is obtained by the method defined in claim 36, namely a grafted homodetic 
cyclopeptide particularly defining two faces which are both grafted and on which at least 
one molecule of interest is grafted via an oxime bond. 

The restriction for Groups l-lll is maintained. The applicant's arguments are not 
found persuasive. The determination of a common technical feature in a product is not 
determined by its method of production. Since the grafted homodetic cyclopeptide 
comprising the av(33 integrin inhibitor, cyclo (RGDfK), is not free of the art as set forth 
below, unity of invention is lacking. 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 60-66 have been examined as being drawn to Group II. Claims 36-59, 
and 67-68 are withdrawn from consideration as belonging to Groups I and III. 

Applicant's election of the species having a homodetic cyclopeptide with the 
guiding element c[RGDfK] on one face and a detection agent or cytotoxic biomolecule 
on the other face, embraced by claim 61-62 is acknowledged. Applicant's species is not 
found free of the art as set forth below. 
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Claims 63-65 are withdrawn from further consideration pursuant to 37 CFR 
1 .142(b) as being drawn to nonelected species comprising to which the search of the 
Markush claim was not extended, there being no allowable generic or linking claim. 
Election was made with traverse in the reply filed on August 1 1 , 2006. 

Claim Objections 

2. Claims 61-62 are objected to because of the following informalities: Applicant's 
have identified D-amino acids by "small letters". Applicant's are requested to 
specifically write the amino acid containing the D-amino acids to avoid any confusion. 
For example, for SEQ ID NO: 1 , Applicant's are requested to write the sequence as 
cyclo(L-Arg-L-Gly-L-Asp-D-Phe-L-Lys); for SEQ ID NO:2 an appropriate recitation would 
be cyclo(L-Arg-L-Gly-L-Asp-D-Tyr-L-Lys). Appropriate correction is required. 

Claim Rejections - 35 USC § 103 

3. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 
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under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f)or(g) 
prior art under 35 U.S.C. 1 03(a). 

4. Claims 60-62, 66 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Scheibler L. et al. (Angew. Chem. Int. Ed. (1999) Vol. 38, pages 696-699) in view 
of Kantlehner M. et al. (Angew. Chem. Int. Ed. (1999) Vol. 38, pages 560-562) and 
Rajopadhye M. et al (WO 99/58162). 

The claims are drawn to a grafted homodetic cyclopeptide, comprising peptide 
derived from cyclo(RGDfK) (SEQ ID NO:1) on one face and a detection agent on the 
other face. 

Scheibler L. et al disclose regioselectively addressable functional templates 
(RAFT, right column, first paragraph, page 696), based on a homodetic cyclopeptide 
sequence c[(K(Boc)K(Boc)PGK(Alloc)) 2 ] that features orthogonally protected 
attachment sites on opposite faces of the cycle which is used for the covalent 
attachment of an antigenic peptide sequence, an antigenic (NANP) 3 derivative on one 
face and for the self-assembly on to a gold surface on the other face (right column, 
second paragraph, page 696). Scheibler L. et al further disclose that the antigenic 
peptide ligated to RAFT demonstrated successful binding to a monoclonal antibody, 
directed against the NANP peptide (left column, first paragraph, page 697). Scheibler L. 
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et al. do not disclose SEQ ID NO: 1 on one face and a detection agent on the other 
face. 

Kantlehner M. et al. disclose the grafting of the cyclopeptide c(-RGDfK-) (SEQ ID 
NO:1, left column, second paragraph, page 560) onto a graft material, poly(methyl 
methacrylate) (PMMA), to study the adhesion of the cyclic pentapeptide to the integrin 
receptor namely, avp3 expressed on osteoblast cultures (right column, second 
paragraph, page 560). Adhesion to the osteoblast cultures validated that RGD peptides 
which were either linear or cyclic but contained the D-amino acid in another location, did 
not possess the adhesion activity (right column, first paragraph, page 560). 

Rajopadhye M. et al disclose ccvp3 binding pharmaceuticals, comprising SEQ ID 
NO: 1 namely, cyclo (Arg-Gly-Asp-D-Phe-Lys(DTPA- 177 Lu; line 15, page 33) attached to 
a therapeutic detecting agent, namely, a radiopharmaceutical, and further comprising a 
linker, between the targeting moiety and the therapeutic radioisotope. Rajopadhye M. 
et al disclose that the pharmaceuticals of the present invention are synthesized in 
several approaches, one approach involving the attachment of the targeting moiety to 
the linking group which is then attached to one or more detecting agents (lines 25-30, 
page 68). 

It would have been obvious to one of ordinary skill in the art to modify the 
homodetic cyclopeptide (RAFT) with the avp3 binding cyclopeptide comprising SEQ ID 
NO:1 as taught by Kantlehner M. et al and further modifying the RAFT-cyclopeptide 
with the targeting moiety comprising the radiopharmaceutical as taught by Rajopadhye 
M. et al. One would have been motivated to prepare a grafted homodetic cyclopeptide 
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in view of the teachings of Rajopadhye M. et al who teach that the interaction of the 
cyclic peptide with its receptor avp3 will result in the localization of the pharmaceutical 
in the angiogenic tumor vasculature (lines 15-20, page 68). There would have been a 
reasonable expectation of success in view of the teachings of Scheibler L. et al who 
successfully demonstrate that the derivatization of a RAFT template with a peptide does 
not alter the antigenic properties of the peptide and further in view of the teachings of 
Kantlehner M. et al who teach that the grafting of the cyclopeptide does not alter its 
adhesion properties to the avB3 receptor. 

Conclusion 

5. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hemant Khanna whose telephone number is (571) 272- 
9045. The examiner can normally be reached on Monday through Friday, 7:30 am-4:00 
pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia Tsang can be reached on (571) 272-0562. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
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Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 





Hemant Khanna Ph. D. 
September 21, 2006 
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